AGGRENOX® I"II Boehringer

(aspirin/extended-release dipyridamole) Ingelheim
capsules
DESCRIPTION
. - . AGGRENOX® is a binati agent | d for oral administrati Each hard gelatin capsule contains 200 mg
o dipyridamole in an extended-release fnrrn and 25 mg aspirin, as an immediate-release sugar-coated tablet. In addition, each capsule
contarns the following |nact1ve acacla. I stearate, colloidal srllcon dioxide, corn starch, dlmethrcone

lactose hacrylic acid copolymer,
mrcrocrystalline cellulose, povrdone, stearic acid, sucrose, talc, tartaric acid, titanium dioxide, and lrracedn
Each capsule shell contains gelatin, red iron oxide and yellow iron oxide, titanium dioxide and water.
N Dipyridamole
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Dipyridamole is an odorless yellow crystalline substance, having a bitter taste. It is soluble in dilute acids, methanol and chloroform, and is
practically insoluble in water.

Aspirin
The agent aspirin salicyfic acid) is chermically known as benzoic acld, 2-(acetylaxy)-, and has the following structural formula:
OH
H,C
CoHaO4 Mol. Wt. 180.16
Aspirin is an odorless white needle-like crystalline or powd When d to moi aspirin hydrolyzes into salicylic
and acetic acids, and gives off a vinegary odor. 1t is highly Iipid soluble and slightly soluble in water. R
CLINICAL PHARMACOLOGY j
Mechanism of Action )
The antithrombatic action of AGGRENOX® is the result of the additive antiplatelet effects of dipyridamole and aspirin. '
Dipyridamole i
Dipyn'damole inhibits the uptake of adenosi into | dothetial cells and erythrocytes in vitro and in vivo; the inhibition i
occurs in a dose-dependent manner at th (0.5-1.9 yg/ml). This inhibition results in an increase in local Q
concentrations of adenosine which acts on the platelet Ay-receptor thereby lating platelet adenyl r.yclase and i g {
platelet cyclic-3'5'-adenosine monophosphate (CAMP) levels. Via this mechanism. platelet aggregation is inhibited in resp o’ l
various stimuli such as platelet activating factor (PAF), coll and adenosi (ADP). - |

Dipyridamole inhibits phosphodiesterase (PDE) in various tissues. While the inhibitlon of cAMP-PDE is weak, therapeutic levels of
dipyridamoie inhibit cyclic-3,5'-guanosine menophosphate-PDE (cGMP-PDE), thereby augmenting the increase in cGMP produced by
EDRF (endothelium-derived refaxing factor, now identified as nitric oxide). i
Aspirin

Aspirin inhibits platelet aggregation by irreversible inhibition of platelet cyclo-oxygenase and thus inhibits the generation of

thromboxane Az, a powerful inducer of platelet aggregation and vasoconstriction.

Pharmacokinetics

There are no significant i tions b aspirin and dipyrid:
administration as AGGRENOX®.

Dipyridamole

Absorption: Peak plasma levels of dipyridamole are achieved 2 hours (range 1-6 hours) after administration of a daily dose of 400 mg
AGGRENOX® (given as 200 mg b..d.). The peak plasma concentration at steady-state is 1.98 pg/mt (1.01-3.99 pg/mL) and the
steady-state trough concentration is 0.53 pg/mL (0.18-1.01pg/m).

Effect of Food: When AGGRENOX® capsules were taken with 3 high fat meal, dipyridamole peak plasma levels (Cray) and total
absorption (AUC) were decreased at steady-state by 20-30% compared to fasting. Due to the similar degree of inhibition of adenosine
uptake at these plasma concentrations, this food effect is not considered clinically relevant.

Distribution: Dipyridamole is highly lipophilic (log P=3.71, pH=7); however, it has been shown that the drug does not cross the blood-
brain barrier to any significant extent in animais. The steady-state volume of distribution of dipyridamole is about 92 L. Approximately
99% of dipyridamole is bound to plasrna proteins, predominant'y to alpha 1-acid glycoprotetn and albumin.

The kinetics of the components are unchanged by their co- -

Metabolism and Eliminati Dipy botized in the liver, primarily by conjugation with glucuronic acid, of which

{ ide which has low ph: acﬁvltytstheprimary metabolite. In plasma, about 80% of the total amount is present as

parent and 20% as Most of the gi (about 95%) is excreted via bile into the feces, with some

evidence of enterohepatic circulation. Renal of parent d is negiigible and urinary ion of the g d botite is

- low {about 5%). With i (i) of di a triphasic profile is arapid alpha phase, with a half-life of about
3.4 minutes, a beta phase, with a half-fife of about 39 minutes, (which, together with the alpha phase accounts for about 70% of the total area .
I under the curve, AUC) and a prolonged efimination phase A, with a half-iife of about 155 hours. Due to the extended absorption phase of the -

_ dipyridamole component, only the terminal phase is apparent from orat mmlmAﬁGRENOXO which, in trial 9.123 was 13.6 hours.
Special Populations:

Geriatric Patients: In ESPS2 (See CLINICAL PHARMACOLOGY, Clinfcal Trials), plasma concentrations (determined as AUC) of
dipyridamole in healthy eiderly subjects (>65 years) were about 40% higher than in subjects younger than 55 years receiving treatment

with AGGRENOX®. .
Hepatic Dysfunction: No study has been conducted with the AGGRENOX® formulation in patients with hepatic dysfunction. M
In a study conducted with an || of dipyridamole, patients with mild to severe hepaﬂc insufficiency shnwed no

change in plasma of dipyridamole but showed an § in the pl logi inactive

metabolite. Dipyridamole can be dosed without restriction as long as there is no evidence of hepatic failure.
Renal Dysfunction: No study has been conducted with the AGGRENOX® formutation in patients with renal dysfunction.
In ESPS2 patients (See CLINICAL PHARMACOLOGY, Clinical Trials), with creatinine clearances ranging from about 15 mU/min to
>100 mL/min, no changes were ob d in the ph tics of dipyridamole of its glucuronide metabotite if data were corrected for
differences in age.
Aspirin
Absorption: Peak plasma levels of aspirin are achleved 0.63 hours (0.5-1 hour) after administration of a 50 mg aspirin daily dose
from AGGRENOX® (given as 25 mg b.i.d.). The peak plasma concentration at steady-state Is 319 ng/mL (175-463 ng/mL). Aspirin
undergoes moderate hydrolysis to salicylic acid in the liver and the gastrointestinal wall, with 50%-75% of an administered dose
the sy as intact aspirin.
Effect of Food: When AGGRENOX® capsules were taken with a high fat meal, there was no difference for aspirin in AUC at steady-
state, and the approximately 50% decrease in Cmax was not considered clinically relevant based on a similar degree of cyclo-oxygenase
inhibition comparing the fed and fasted state.
Distribution: Aspirin is poorly bound to plasma proteins and its apparen( volume of dlstribulion is low (10 L). Its metabolite, saticylic
. acid, is highly bound to plasma proteins, but its binding is ). Al low (< 100 pg/mL),
X approximately 90% of salicylic acid is bound to albumin. Salicylic acid is widely dlstribulnd to all tissues and fluids in the body,

including the central nervous system, breast milk, and fetal tissues. Early signs of salicylate overdose (salicyllsm) including tinnitus [ ]
(ringrng in the ears), occur at plasma concentrations approximating 200 yg/ml (See ADVERSE REACTIONS; OVE! E).

bolism and Elimination: Aspirn is rapidly hydrolyzed in plasma to salicylic acid, with a haif-fife of 20 minutns Plasma levels
of aspirin are essentially undetectable 2-2.5 hours after dosing and peak salicylic acid concentrations occur 1 hour (range 0.5-2 hours)

after administration of aspirin. Salicytic acid is prlmamy con]ugaled in the ﬁver to form Y acid, a de, an acyt
glucuronide, and a number of minor and total body clearance decreases at higher
serum concentrations due to the limited ability of the liver to form both ,‘ acid and phenolic gi ; g toxic doses

(10-20 g), the plasma half-life may be increased to over 20 hours,

The elimination of acetylsalicylic acid follows first-order kinetics with AGGRENOX® and has 2 half-iife of 0.33 hours. The half-life of
salicylic acid is 1.71 hours, Both values correspond weli with data from the iiterature at lower doses which state a resuitant half-life of
approximately 2-3 hours. At higher dosa. lhe elinﬂmﬂon of salicytic acid follows zero-order kinetics (1.e., the rate of elimination is

constant in relation to plasma ), with a haif-life of 6 hours or higher. Renal excretion of unchanged drug —
depends upon urinary pH. As urinary pH rises above 6.5, the reml { of free salicyl from <5% to >80%.
Alkalinization of the urine is a key concept in the of dose (See OVERDOSAGE). Following therapeutic doses,

about 10% is excreted as salicytic acld and 75% as Y acld, as lhe henoltc and acyl g ides, in urine.

Special Populations:

Hepatic Dysfunction: Aspirin s to be avolded In patients with severe hepatic Insufficlency.
Renal Dysfunction: Aspirin is to be avoided in patients with severe renal fallure (glomerular filtration rate less than 10 mi/min).




Chinical Trials
AGGRENOX® was studied in a double-blind, placebo-controiled, 24-month study (European Stroke Prevention Study 2, ESPS2) in
which 6602 patients had an ischemic stroke (76%) or transient ischemic attack (TIA, 24%) within three months priof to entry. Patients
were randomized to one of four treatment groups: AGGRENOX® (aspirin/extended-release dipyridamole) 25 mg/200 mg; extended-
release dipyridamole (ER-DP) 200 mg atone; aspirin (ASA) 25 mg alone; or placebo. Patients received one capsule twice daily (morning
and evening). Efficacy assessments included analyses of stroke (fatal or nonfatal) and death (from all causes) as confirmed by a
blinded morbidity and montality assessment group.
Stroke Endpoint
AGGRENOX® reduced the risk of stroke by 22.1% compared to aspirin 50 mg/day alone (p = 0.008) and reduced the risk of stroke by
24.4% compared to extended-release dipyridamole 400 mg/day alone (p =0.002) (Table 1). AGGRENOX® reduced the risk of stroke by
36.8% compared to placebo (p <0.001).
Table 1: Summary of First Stroke (Fatal or Noafatal): ESPS2: Intent-to-Treat Population

Towl Number  Number of Paticnts With Kz lan-Meler Estimate  Gehas-Wilcoxon

- of Paticuts NStroke Withio 2 Years  of Survival at 2 Years Test Risk Reduction Odds Rado
_ n (X} 95% C.1) P-value 12 Yeurs (95% C.1)
Individuai Treaiment Group
ENOX® 1630 157 19.5%) B9.9% (R8.4%. Y1 4%) - - -
ER-DP 1634 20 (128%) 0.7% (85.0%, 88.4%) - - - -
ASA 1649 206 (12.5%) 87.1% (85.4%, 88.7%)
Macebo 1649 230 115.2%) B4 1% (H2.2%, ¥5.4%)

Paurwise Treument Group Compurisons

002> 244% 0.72 (038,090

{ - - - 0008 221% 274,39, 0.92)
{GRENOX® vs. Placebo - - - <0.o01e= 368% 0.39 (0. 3)
ER-DP vs. Ploebo - - - 0.036 16.5% B2 Lo
ASA vs. Placebo - . - 0009 18Y% 0.80 (0.66, 0.7

* 0010 <p-value SO.050; ** p-vilue <010,
Note: ER-DP = extended-relense dipvridamote 200 g ASA = ispifin 25 mg, The dosage regimen for all treatrment grous is b.id
ESPS2: Cumulative Stroke Rate {Fatal or Nonfatal) Over 24 Months Of Pollow-Up
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Treaiment Groups -
LY AGGRENOX®  0<0—> ER-DP
ervmiri ASA 0O-0-0 Placebo
o 6 12 18 24
Months of Follow-up
Note:: ER-DP - extumwled-release dipyridamole 200 mg; ASA - aspirin 25 mg. -
Note: The dosage regimen for alt treatment groups is b.l.d,

Combined Stroke or Death Endpoint ’
In ESPS2, AGGRENOX®reduced the risk of stroke or death by 12.1% compared to aspirin alone and by 10.3% compared to extended-
release dipyridamole alone. These resuits were not statistically significant. AGGRENOX® reduced the risk of stroke or death by 24.2% -
compared to placebo. -
Death Endpoint

The incidence rate of all cause Mortality was 11.3% for AGGRENOX®, 11.0% for aspirin alone, 11.4% for extended-release dipyridamole
alone and 12.3% for placebo alone. The differences between the AGGRENOX®, aspirin alone and extended-release dipyridamole alone

INDICATIONS AND USAGE
AGGRENOX® is indicated to reduce the risk of stroke in patients who have had transient ischemia of the brain or completed ischemic
stroke due to thrombosts.

CONTRAINDICATIONS
AGGRENOX® is contraindicated in patients with hypersensitivity to dipyridamole, aspirin or any of the other product components.
Allergy: Aspirin is contraindicated in patients with known allergy to idal anti-infl Y drug prodi and in patients with

the syndrome of asthma, rhinitis, and nasal polyps. Aspirin may cause severe urticaria, angioedema or bronchospasm (asthma).

Reyes Syndrome: Aspirin should not be used in children or teenagers for viral infections, with or without fever, because of the risk of
Reye's syndrome with concamitant use of aspirin in certain viral Hinesses.

WARNINGS ' -
Alcohol Warning: Patients who consume three or more alcoholic drinks every day should be (ounseled about the bleeding risks

involved with chronic, heavy aicohol use while taking aspirin. !

Coagulation Abnormalities: Even low doses of aspirin can inhibit platelet function leading to an increase in bleeding time. This can

adversely affect patients with inherited or acquired (fiver disease or vitamin K deficiency) bleeding disorders.

Gastrointestinal (GI) Side Effects: Gl side effects include stomach pain, heartbum, nausea, vomiting, and gross Gl bleeding. . ‘
Although minor upper Gl such as dyspepsia, are and can occur anytime during therapy, physicians should remain
alert for signs of ul and bleeding, even in the ab: of previous Gl P Physicians should inform patients about the

signs and symptoms of Gl side effects and what steps (o take if they occur.

irritation, and b

Peptic Ulcer Disease: Patients with 2 history of active peptic ulcer disease should avoid using aspirin, which can cause gastric

PRECAUTIONS

General

AGGRENOX® is not interch ble with the individual p of aspirin and Persantine® Tablets.

Coronary Artery Disease: Dipyridamole has a vasodilatory effect and should be used with caution in patients with severe coronary
artery disease (e.g., unstable angina or recently i y dial inf: Chest pain may be aggravated in patients with
underlying coronary artery disease who are receiving dipyridamole.
For stroke or TIA patients for whom aspirin is indicated to prevent recurrent myocardial infarction (MI) or angina pectoris, the aspirin in
this product may not provide adequate treatment for the cardiac indications.

Hepatic Insufficiency: Elevations of hepatic enzymes and hepatic failure have been reported in association with dipyridamole
administration.

Hypotension: Dipyridamole should be used with caution in patients with hypotension since it can produce peripheral vasodilation.

Renal Failure: Avoid aspirin in patients with severe renal faflure (glomerular filtration rate less than 10 mL/minute).

Risk of Bleeding: In ESPS2 the incidence of gastrointestinal bleeding was 68 patients (4.1%) in the AGGRENOX® group, 36 patients [ ]
(2.2%) in the dipyridamole 8roup, 52 patients (3.2%) in the aspirin group, and 34 patfents (2.1%) in the placebo groups. .

The incidence of intracranial hemorrhage was 9 patients (0.6%) in the AGGRENOX® group, 6 patients (0.5%) in the dipyridamole .

group, 6 patients {0.4%) in the aspirin group and 7 patients (0.4%) in the placebo groups. !

Laboratory Tests

Aspirin has been associated with elevated hepatic enzymes, blood urea nitrogen and serum i hyperk ia, proteinuria and
protonged bleeding time.

Dipyridamole has been iated with elevated hepatic enzymes.

Drug Interactions

No ph. kinetic drug-drug i studies were cond with the AGGRENOX® f [ The following inf was
obtained from the literature.

Adenosine: Dipyridamole has been reported to increase the plasma levels and cardi effects of ad ine. Adj of

adenosine dosage may be necessary.

Angiotensin Converting Enzyme (ACE) Inhibitors: Due to the indirect effect of aspirin on the renin-angiotensin conversion
the h ic and hyp effects of ACE inhibitors may be dimini d by i dmini of aspirin.

Acetazolamide: Concurrent use of aspirin and acetazolamide can tead to high serum ¢ of I (and toxicity}

due to competition at the renal tubute for secretion.

2




Anticoagulant Therapy (heparin and warfarin): Patients on anticoagulation therapy are at increased risk for bleeding because of
drug-drug i tions and effects on platelets. Aspirin can dispiace warfarin from protein binding sites, leading to prolongation of both
the prothrombin time and the bleeding time. Aspirin can increase the anticoagulant activity of heparin, increasing bleeding risk.
Anticonvulsants: Salicylic acid can displace protein-bound phenytoin and valproic acid, leading to a decrease in the total
concentration of phenytoin and an increase in serum valproic acid levels.

Beta Blockers: The hypotensive effects of beta blockers may be dimini: by the ¢ i dministration of aspirin due to
inhibition of renal p landins, leading to d renal blood flow and salt and fluid retention.

Cholinesterase Inhibitors: Dipyridamole may ¢ t the antich effect of choli inhibi thereby ially
aggravating myasthenia gravis.

Diuretics: The effectiveness of diuretics in patients with underlying renal or cardi lar disease may be diminished by the concomitant
administration of aspirin due to inhibition of renal landins, leading to d renal blood flow and sait and fluid retention.

Methotrexate: Salicylate can inhibit renal clearance of methotrexate, leading to bone marrow toxicity, especially in the elderly o renal
impaireg.

Nonsteroidal Anti-Inflammatory Orugs (NSAIDs): The concurrent use of aspirin with other NSAIDs may increase bleeding or lead
to decreased renal function.

Oral Hypoglycemics: Moderate doses of aspirin may i the effecti of oral hypogtycemic drugs, leading to hypogiycemia.
Uricosuric Agents (probenecid and sulfinpyrazone): Salicylates antagonize the uricosuric action of uricosuric agents.
Carcinogenesis, Mutagenesis, Impairment of Fertility:

Corcinogenesis: Dipyridamole: In a 111-week oral study in mice and in a 128-142-week oral study in rats, Persantine®
(dipyridamole USP) produced no significant carcinogenic effects at doses of 8, 25 and 75 mg/kg. For a 50-kg person of average height
(1.46 m2 body surface area), the dose of dipyridamole at 75 mg/kg/day (225 mg/m2/day in mice or 450 mg/m2/day in rats) represents
0.76 or 1.5 times the recommended human dose (8 mg/kg/day or 296 mg/m2/day) on a body surface area basis.

Mutag of Dipyridamole and Aspirin: M icity testing with combination of dipyridamole and aspirin in a
ratio of 1:5 led no i ial in the Ames test, in vivo chromosome aberration tests in mice and hamsters, oral
micronucleus tests in mice and hamsters and dominant lethal test in mice. Aspirin induced chromosome aberrations in cultured
human fibroblasts.

icity: C

Fertility: Dipyridamole: Reproduction studies with P revealed no evid of i ired fertility in rats at oral dosages of up
to 500 mg/kg/day or 3000 mg/m2/day (~10 times the recommended human dose on a body surface area basis). A significant
reduction in number of corpora lutea with duction in impl and live fetuses was, however, observed at dose of

Persantine® of 1250 mg/kg/day or 7500 mg/m2/day in rats (~25 times the recommended human dose on a body surface area basis).
Aspirin: Aspirin inhibits ovulation in rats,

Combination 'of Dipyridamole and Aspirin:  Combination of dipyridamole and aspirin was not tested for effect on fertility and
reproducive performance,

Dipyrid. le: Preg y Category B: Reproduction studies with dipyridamole have been performed in mice at doses up to 125 mg/kg
(375 mg/m2, ~1.3 times the recommended human dose), in rats at doses up to 1000 mg/kg (6000 mg/m2, 20 times the recommended
human dose) and in rabbits at doses up to 40 mg/kg (480 mg/m2, ~1.6 times the recommended human dose) and have revealed no
evidence of harm to the fetus.

Aspirin: Pregnancy Category D: Aspirin may produce adverse materna effects: anemia, ante- or postpartum hemorrhage, prolonged
gestation and labor. Maternal aspirin use during later stages of pregnancy may cause adverse fetal effects: low birth weight, increased

incidence of i ge in infants, stillbirths, neonatal death, Aspirin should be avoided 1 week prior to and

during abor and delivery because it can result in excessive blood loss at detivery.

Reproduction studies have been perfe d with bi of dipyrid. and aspirin in a ratio of 1:4.4 in rats and rabbits and

have led no t ic evid at doses of up to 405 mg/kg/day in rats and 135 mg/kg/day in rabbits. However, treatment with

combination of dipyridamote and aspirin at 405 mg/kg/day induced abortion in rats. The doses of dipyridamole at 75 mg/kg/day

represent 1.5 times the recommended human dose on a body surface area basis. In these studies, aspirin itself was teratogenic at

doses of 330 mg/kg/day (1980 mg/m2/day) in rats (spina bifida, haly, microphthalmia, and coel ia) and 110 mg/kg/day

(1320 mg/m2/day) in rabbits (congested fetuses, agenesis of skull and upper jaw, generalized edema with malformation of the head,

and diaphanous skin). The doses of aspirin at 330 mg/kg/day in rats and at 110 mg/kg/day in rabbits were ~54 and 36 times the
ded human dose, ively, on a body surface area basis.

There were no adequate and well-c studies in pregnant women. AGGRENOX® should be used during pregnancy only if the potential

benefit justifies the potential risk to the fetus. Oue to the aspirin component, AGGRENOX® should be avoided in the third trimester of pregnancy.

Nursing Mothers

Dipyridamole (n=1) and aspirin are excreted in human breast milk in low concentrations. Therefore, caution should be exercised when

AGGRENOX® s administered to a nursing worman.

Pediatric Use

Safety and effectiveness of AGGRENOX® in pediatric patients have not been studied. Due to the aspirin component, use of this product

in the pediatric population is not recommended (See CONTRAINDICATIONS),

ADVERSE REACTIONS

A 24-month, multicenter, double-blind, randomized study (ESPS2) was conducted to compare the efficacy and safety of AGGRENOX®

with placebo, extended-release dipyridamole alone and aspirin alone. The study was conducted in a total of 6602 male and female

patients who had experienced a previous ischemic stroke or transient ischemia of the brain within three months prior to randomization.

Table 2 presents the incidence of adverse events that occurred in 1% or more of patients treated with AGGRENOX® where the incidence
was aiso greater than in those patients treated with placebo. There is no clear benefit of the di le/aspirin b over
aspirin with respect to safety.

Table 2: Incidence of Adverse Events in ESPS2%

Tndividual T st Group
Body Sysiem/Preferred Term AGGRENOX® ER-DP Alone A Alone Placebo
“Total Number of Patients 16%0 1654 1649 1649
otz Number (%) of Patients With at Least 1319 (799%) 1305 (78.9%) 1323 (80.2%) 1304 (79.1%)
One On-Treatment Adverse Event
Central & Perfpheral Nervous Systom Disorders
licadache 647 (39.2%) 634(38.3%) 558 (33.8%) 543 (32.9%)
Convulsions B (1.7%) 15 (0.9%) 28 (17%) % (16%)
Gastro-ttestinal Systen Disorders
Dyspepsia 303 (18.4%) 28(17.4%) 29 (18.1%) 275 (16.7%)
AZ-Juman Pain 2 (17.5%) 255(15.4%) 262 (15.9%) 219 (14.5%)
Nausea 264 (160%) 254(15.4%) 210 {12.7%) 232 (14.0%)
Dlarhea 210 (127%) 257(15.5%) 112 (6:8%) 161 (9.8%)
voiniting 138 (84%) 129 (7.8%) 101 (6.1%) 18 (7.2%)
Iemorrhage Rectum %6 (16%) 2 (13%) 16 (10%) 13 {08%)
Melena 31 (19%) 10 (0.6%) 0 (12%) 13 (08%)
Hemorthoids 6 {10%) 13 (08%) 0 (06%) 10 (06%)
Gl llemonhage 0 (12% 5 03%) 15 (09%) 7 04%)
Body as 2 Whole - General Disorders
Paln 105 (6.4%) 88 (53%) 103 (6.2%) % (60%)
Fatl ¥ (58%) 93 (5.6%) 97 (5.9%) 90 (55%)
Back Pain % (4.6%) T 47 74 (45%) 65 (39%)
Accidental Injury 2 (25%) 24 (1.5%) 51 (31%) 37 (22%)
Malaise 7 (L6%) 23 (1.4%) 26 (1.6%) 2 (13%)
Asthenia 9 (18%) 19 (1.1%) 17 (10%) 18 (1.1%)
Syncope 17 (10%) 13 (0.8%) 16 (L0%) 8 (05%)
Psychiatric Disorders
a 39 (24%) 40 (2.4%) 57 (3.5%) H QN
Confusion 18 (11%) 9 (0.5%) 2 (13%) 15 (09%)
Anorexia 19 (1.2%) 17 (L0X) 10 (0b%) 15 09%)
Somnotence 20 (12%) 13 (08%) 18 (L1%) 9 (5%
Musculoskeletal System Disorders
9 (5.5%) 75 (45%) 91 (55%) % (46%)
Arthritis W Q1% 25 (1.5%) 17 (10%) 19 (1.2%)
Arthrosts 18 (11%) 2 (13%) 13 (08%) 14 (08%)
Myaigia 20 (1.2%) 16 (1.0%) 7% 1 07%)
Respiratory System Disorders
u)uym':{; 25 (1.5%) 18 (11%) 2 (9% 2 (3%
Upper Respiratory Tract Infection 16 (10%) 9 (0.5%) 16 (1.0%) 14 (08%)
Cardlovascular Disorders, General
Cardiac Faflure % {1.6%) 17 (1.0%) 30 (1.8%) % (15%)
Platelet, Bleeding & Clotting Disorders
Hemorthage NOS 52 (3.2%) 24 (1.5%) % (28%) %4 (15%)
Epistaxis 39 (24%) 16 (1.0%) 4 Q%) 25 (1.5%)
Purpura B (14%) 8 (0.5%) 9 {0.5%) 7 04%)
Neoplasm
Neoplasm NOS B (17%) 16 (L0%) 23 (4% 0 (1.2%)
Red Blood Celf Disorders
Anemia 7 (16%) 16 (10%) 19 (1.2%) 9 (05%)
* Reparted by 2 1% of reater than in thoee reated wih praceba

Note: ER-DP lease e bk -
Note: ER-DP = extended-re! ipyridamole 200 ASA = 2pirin 25 mg,
Note: mmwmhmmrmﬁm

Note: NOS = i otberwise specified




Discontinuation due to adverse events in ESPS2 was 25% for AGGRENOX®, 25% for extended-release dipyridamoie, 19% for aspirin,
and 21% lor placebo (refer to Table 3).

Table 3: Incidence of Adverse Events that Led to the Discontinuation of Treatmeat
Adverse Events with an {ncideace of >1% in the AGGRENOX® group

Treaument Groups

AGGRENOX® ER-DP ASA Placebo

Total Number of Patients 1630 1654 1649 1649
Patients with at feast one Adverse Event H725%) 419(25%) 318 (19%) 352 (21%)

that led to treaument discontinuation

Headache 165 (10%) 166 (10%) 57 (3% 6 (4%)
Dizziness 85 (5%) 97 (6%) 69 4% 68 (4%)
Nuusea 9t 6% Y5 (6%) 513%) 53 (3%)
Abdominal Patn T4 (3% 6 (4%) 36 (3%) 52 (3%)
“~Byspepsia 9 (4%) 61 (4%) 49 3% 46 (3%
Vomitlng 33 (3% 52 (3% 8 %) 4 (1%)
Otarrhea 35 (2%) 41 (2%) Y(<i%) 16(<1%)
Stroke 39 2% 48 (3% 57 (3%) 73 (4%
Truisient Ischemic Attack 35 (%) 40 (%) 26 (%) 48 (3%
Angina Pectonis 3 (%) X (1% 16(<1%) % (2%)

Note: ER-DP = extended-release dipyndamole 200 my; ASA = uspirin 25 mg, The dosage regimen for all treatment groups is b.i.d

Other adverse events:

Adverse reactions that occurred in less than 1% of patients treated with AGGRENOX® in the ESPS2 study and that were medically
judged to be passibly related to either dipyridamole or aspirin are fisted below (See WARNINGS). Body as a Whole: Allergic reaction,
fever. Cardiovascular: Hypotension. Central Nervous System: Coma, dizziness, pares(hesla. cerebral hemorrhage, intracranial

hemoarrhage, subarachnoid hemorrhage. Gastroi I: Gastritis, and perf: Hearing & bular Disorders:
Tinnitus, and deafness. Patients with high frequency hearing loss may have difficulty perceiving nnnitus In these patients nnnilus
cannot be used as a clinical indicator of salicylism. Heart Rate and Rhythm Disorders: Tach arrhy 3

supraventricular tachycardia. Liver and Biliary System Disorders: Cholelithiasis, jaundice, hepatic funcﬂon abnormat.

Metabolic & Nutritional Disorders: Hyperglycemia, thirst. Platelet, Bleeding and Clomng Disorders: Hematoma gingival

bleeding. Psychiatric Disorders: Agitation. Reproductive: Uterine h atory: Hyperp asthma, b

hemoptysis, pulmonary edema. Special Senses Other Disorders: Taste Ioss Skln and Appendages Disorders: Pruritus,

urticaria. Urogenital: Renal insufficiency and failure, hematuria. Vascular (Extracardiac) Disorders: Flushing.

The following is a fist of additional adverse reactions that have been reported either in the literature or are from postmarketing

spontaneous reports for either dipyridamole or aspirin. Body as a Whols: Hypothermi chest pain. Cardit far: Angina pectoris,
¥

Central Nervous System: Cerebral edema. Fluid and Elsctrolyts: Hyperkal bolic acidosis,

hypokalenua Gastrointestinal: Pancreatitls, Reye's syndrome, hematemesla Hearing and Vestibular Disorders. Hearing loss.

r,,. ivity:  Acute phylaxi: laryngeal edema. Liver and Biliary System Disorders: Hepatitis, hepatic failure.
foskel Rhab is. M & Nutniti Drsordm Hypoglycemia, dehydraﬂon Plate/et Bleedmg and C/amna

Disorders: Prok of the h in time, di ular

Repraduc!/ve Pmlonged pregnancy and labor, snllbmhs, lower birth welghl lnfams antepanum and postpartum bleeding

Skin and A o S: Rash, Stevens-Johnson syndrome.

U/agam!al lnterstmal nephritis, papillary necrosis, pmtmnuna Vascular (Extracardiac Dlsordars) Allergic vasculitis.

The following is a list of additional adverse events that have been reported either in the literature or are from postmarketing

spontaneous reports for either dipyridamole or aspirin. The causal relationship of these adverse events has not been established:

anorexia, aplastic anemia, pancytopenia, thrombocytosis.

Laboratory Changes

Over the course of the 24-month study (ESPS2), patients treated with AGGRENOX® showed a decline (mean change from baseline) in
lobin of 0.25 g/dL, h it of 0.75%, and erythrocyte count of 0.13x105/mm3.

OVERDOSAGE

Because of the dose ratio of dipyridamole to aspirin, overdosage of AGGRENOX® is likely to be dominated by signs and symptoms of

dipyridamole overdose. In case of real or suspected overdose, seek medical attention or contact a Poison Control Center immediatety.

Careful medical management is essential.

Dipyridamole

Based upon the known h dy effects of dipyridamoll such as warm feeling, flushes, sweating, restlessness, feeling

of weakness and d|zzinss may occur. A drop in blood pressure and tachycardia might also be observed.

i includi drug. Gastric lavage should be considered. Since

dlpyndamole is highly prolem bound, dlalysls isnot Ilkely to be of benem

Aspirin

Salicylate toxicity may resuit from acute i ion (overdose) or chronic The early signs of salicylic overdose (saficylism),

including tinnitus (ringing in the ears), occur at plasma concentrations approaching 200 yg/mL. Plasma concentrations of aspirin

above 300 pg/mL are clearly toxic. Severe toxic effects are associated with jevels above 400 ug/mb. A single lethal dose of aspirin in

adults is not known with certainty but death may be expected at 30g.

Treatment consists primarily of supporting vital functi i ing salicylate elimi and g the acid-base disturbance.

Gastric emptying and/or lavage are recommended as soon as possble after ingestion, even if the paﬂeM has vomited spontaneously.
—After lavage and/or emesis, administration of activated charcoal, as a slurry, is beneficial, if less thaﬁ 3 hours have passed since

ingestion. Charcoal absorption should not be employed prior to emesis and lavage.

Severity of aspirin intoxi is by g the blood salicylate level. Acid-base status should be closely followed with
serial blood gas and serum pH Fluid and ol tyte balance should also be maintained.

In severe cases, hyperthermia and hypovnlemia are the major immediate threats to life. Children should be sponged with tepid water.
Replacement fluid should be y and with ion of acidosis. Plasma electrolytes and pH

should be monitored to promote alkaline diuresis of salk:ylau if renal function is normal. [nfusion of glucose may be required to control
hypoglycemia.

Hemodialysis and peritoneal dialysis can be performed lo reduce the body drug content. In pahents with renal insufficiency or in cases
of life-threatening intoxication, dialysis is usually requi may be indicated in infants and young children.
AGGRENOX®

A single oral dose of combination of dipyridamoie and aspirin at doses of up to 6.75 g/kg in a ratio of 8:1 was non-lethal in rats,
Decreased locomotor activity, prone position and piloerection were observed at doses of combination of dipyridamole and aspirin at
2.25and 6.75 g/kg.

DOSAGE AND ADMINISTRATION
The recommended dose of AGGRENOX® is one capsule given orally twice daily, one in the morning and one in the evening. The
capsules should be swallowed whole without chewing. AGGRENOX® capsules may be administered with or without food.

AGGRENOX® is not § h ble with the | p of aspirin and Persantine® Tablets.

HOW SUPPLIED

AGGRENOXO is available as a hard gelatin capsule, with a red cap and an ivory-colored body, 260 mm m length, containing yeliow
ded-release pellets incor g dipyridamole and a round white tablet i release aspirin. The capsule

body is imprinted in red with the Boehrinw Ingetheim logo and with “01A~.
AGGRENOX® is supplied In bottles of 50 capsules (NDC 0597-0001-60).
Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). Protect from excessive moisture.
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